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Web Page URLs for STN Seminar Schedule - N. America 

"Ask CAS" for self-help around the clock 

New e-mail delivery for search results now available 

PHARMAMarketLetter (PHARMAML) - new on STN 

Aquatic Toxicity Information Retrieval (AQUIRE) 

now available on STN 

Sequence* searching in REGISTRY enhanced 
JAPIO has been reloaded and enhanced 
Experimental properties added to the REGISTRY file 
CA Section Thesaurus available in CAPLUS and CA 
CASREACT Enriched with Reactions from 1907 to 1985 
BEILSTEIN adds new search fields 

Nutraceuticals International (NUTRACEUT) now available on STN 

DKILIT has been renamed APOLLIT 

More calculated properties added to REGISTRY 

CSA files on STN 

PCTFULL now covers WP/PCT Applications from 1978 to date 
TOXCENTER enhanced with additional content 
Adis Clinical Trials Insight now available on STN 
Simultaneous left and right truncation added to COMPENDEX, 

ENERGY, INS PEC 

CANCERLIT is no longer being updated 
METADEX enhancements 
PCTGEN now available on STN 
TEMA now available on STN 

NTIS now allows simultaneous left and right truncation 
PCTFULL now contains images 

SDI PACKAGE for monthly delivery of multifile SDI results 
APOLLIT offering free connect time in April 2003 
EVENTLINE will be removed from STN 
PATDPAFULL now available on STN 

Additional information for trade -named substances without 
structures available in REGISTRY 

Indexing from 1957 to 1966 added to records in CA/CAPLUS 
Display formats in DGENE enhanced 
MEDLINE Reload 
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agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 
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FILE 'HOME' ENTERED AT 14:06:11 ON 16 APR 2003 



=> fil reg 

COST IN U.S. DOLLARS 
FULL ESTIMATED COST 



SINCE FILE 
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FILE 'REGISTRY' ENTERED AT 14:06:16 ON 16 APR 2003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS " FOR DETAILS. 

COPYRIGHT (C) 2003 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 15 APR 2003 HIGHEST RN 503084-53-5 
DICTIONARY FILE UPDATES: 15 APR 2003 HIGHEST RN 503084-53-5 

TSCA INFORMATION NOW CURRENT THROUGH MAY 20, 2002 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

Crossover limits have been increased. See HELP CROSSOVER for details. 

Experimental and calculated property data are now available. See HELP 
PROPERTIES for more information. See STNote 27, Searching Properties 
in the CAS Registry File, for complete details: 
http : //www. cas . org/ONLINE/STN/STNOTES/stnotes27 .pdf 
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=> fil .search 
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SINCE FILE 
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FILE 'CAPLUS' ENTERED AT 14:06:39 ON 16 APR 2003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2003 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE 'BIOSIS' ENTERED AT 14:06:39 ON 16 APR 2003 
COPYRIGHT (C) 2003 BIOLOGICAL ABSTRACTS INC. (R) 

FILE 'USPATFULL' ENTERED AT 14:06:39 ON 16 APR 2003 

CA INDEXING COPYRIGHT (C) 2 003 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE 'EMBASE' ENTERED AT 14:06:39 ON 16 APR 2003 

COPYRIGHT (C) 2003 Elsevier Science B.V. All rights reserved. 
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Gene ej^ression profiles uaeful in methods of 

diagnoais of cancer compoaitions and methods of 

screening for modulators of cancer 

Afar, Daniel; Aziz, Natasha; Gish, Kurt C; Hevezi, 

Peter A.; Mack, David H.; Wilson, Keith B.; Zlotnik, 

Albert 

Eos Biotechnolgy, Inc., USA 
PCT Int. Appl . , 767 pp. 
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can be used Co identify modulators of selected cancers. [This abstr. 
record is one of nine records for this documents necessitated by the 

large 

no. of index entries required to fully index the document and publication 
system constraints.) . 
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US 2002-355145P P 

US 2002-355257P P 

US 2002-372246P P 

WO 2002-US29560 A 
AB Described herein are genes whose expression are up-regulated or 

down* regulated in specific cancers, including acute lymphocytic leukemia, 
glioblastoma, glioblastoma multiforme, glioma, kidney cancer, stomach 
cancer, melanoma, and benign HEVI . Mol . profiles of various normal and 
cancerous tissues were detd. and analyzed using the Af f ymetrix/Eos HuOl 
and Hu03 GeneChip microarrays contg. 35,403 and 59,680 probe sets, reap. 
Related methods and compna . that can be used for diagnosis and treatment 
of those cancers are disclosed. Also described herein are methods that 
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AB Title heterocyclic compds . 1 and II (wherein X - N or O; Rl and R2 - 
independently halo, N02, CN, CP3, alkyl, 0R4, SR4, S0R5, S02R5, C02H, 
C0R6, SONR7R8, S02NR7Ra, or NR7R8; R3 <• H or Rl and is absent »*en X * 0; 
R4 - H, alkyl, C0R6, or C0NR7R8; R5 - alkyl; R6 - H, alkyl, 0R5. or 

NR7R8: 

R7 and RS - independently H or alkyl; or one of R7 or RB - H or alkyl, 

and 

Che other * CORS, C03RS, or C0NR7R8; or HR7R8 . - heterocyclyl ; R9 and RIO 

m 

independently H or Rl ; m - 0-3 and n - 0-5 Cor Ij m and n - independently 
0-4 Cor II; with provisos; or stereoisotners or pharmaceutically 
acceptable 

salts thereof) were prepd. as protein tyrosine kinase inhibitors. For 
example, cyclization of di-Et 3- (3. 4-dimethaacyphenyl)malonate and 
m-methoxyanillne in PhCPh gave 

3- (3, 4-dimethoxyphenyl > -4 -hydroxy-7-methoxy- 

lH-quinolin-3-one (3S%) . Deprotection and cyclocondenaation using 
pyridine. bul .HCl provided 3 , 9-dihydroxy>5H-benzofurol3 , 3-c) quinolin-6'One 
(63.5%), which was converted to III (57.6%) by addn. of Me2NC0Cl in the 
presence of TEA and dimethylaminopyridine in DMP. The latter inhibited 
fibrablast growch factor 9 {F0F9) -dependent proliferation of transfected 
PDCP-PR3 (R3) cells or PDCP-FRl <R1} cells mediated by FGFR3 or PGPRl. 
reap., but did not affect interleukin 3 (IL-3} -dependent cell 
proliferation. In addn., Ill accelerated the growth of Ach369 femora by 
about 3 fold 88 compared with the untreated femora (4.33 vs. 2 units/day. 
reap.). Thus, I and II are useful Cor the treatment of proliferative, 
skeletal, and metabolic diseases and disorders assocd. with abnormal 
protein tyrosine kinase activity, including cancer and skeletal 

dysplasia. 
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Molecular markers for hepatocellular carcinoma and 
their use in diagnosis and therapy 
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PCT Int . Appl . , 98 pp . 
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AB 



in 



The invention relates to mol. markers occurring for hepatocellular 
carcinoma. The invention more particularly compriaes gene sequences or 
peptides coded thereby which can be regulated upwards or downwards for 
hepatic cell carcinoma (HCC) in relation to healthy, normal liver cells 

the expression thereof. The invention also relates to the use of said 
sequences in the diagnosis and/or therapy of HCC and for screening 
purposes in order to identify noyel active ingredients for HCC. The 
invention also relates to an HCC' specific cluster as a unique diagnostic 
agent for HCC. 
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Differentially expressed gene gene and protein 

for identification, assessment, prevention, and 
therapy of prostate cancer 

Schlegel, Robert; Monahan. John B.; Bndege, Wilson 



Gannavarapu, Manjula; Gorbatcheva, Bella; Hoersh, 

Sebastian; Karaatkar. Shubhangi; Wonsey, Angela M.-; 

Olatt. Karen; Zhao, xumei; Anderson, Dustin 

Millennium Phamaceuticals, Inc., USA 

PCT Int. Appl., 99 pp. 
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30010725 
20D10822 
20010925 
20011212 
20020305 



and 



US 3001-3D7982P 
US 2001-314356P 
US 2001-325020P 
US 2001-341746P 
US 2002-362158P 

AB The invention relates Co 227 newly discovered nucleic acid mols. 
their 

encoded proteins assocd. with prostate cancer including pre-malignant 
conditions. The higher than normal level of expression of any of these 
markers or combination of these markers correlates with the presence of 
prostate cancer in a patient. The markers are identified by 
transcription 

profiling using RNA derived from clin. samples which were chosen based on 
disease state, prognostic and diagnostic criteria; screening %«a8 
performed 

with two custom arrays conaisting of 6144 spots per membrane, including 
over 6000 subtracted library clones, more than 5000 IMAGE clones, and 200 
control clones. Methods are provided for detecting the presence of 
cancer 

cancer in a sample, the absence of prostate cancer including 
pre-malignant 

conditions such as dysplasia in a sample, the stage of a prostate cancer, 
and with other characteristics of prostate cancer that are relevant to 



L8 



in 
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prevention, diagnosis, characterization, and therapy of prostate cancer 

a patient. Methods of treating prostate cancer are also provided. 
Compns.. kits, and methods for detecting, characterizing, preventing, and 
treating human prostate cancers are provided. 
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constitutive and/or 1 igand-dependent activation of a receptor protein 
tyrosine kinase, such as fibroblast growth factor receptor 3 (PGFR3), are 
found through screening methods, where a sol. dimeric form of a receptor 
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Described herein are genea whose expression sre up -regulated or 
down-regulated in ovarian cancer compared to normal adult tissues. The 
genes are identified using the Af fymetrix/Eoa HuOl or Hu03 OeneChip 
microarrays contg. 35,4 03 and S9,6B0 probeaets, reap. Related methods 

compns. that can be used for diagnosis and treatment of ovarian cancer 



disclosed. Also described herein are methods that can be used to 
identify 

modulators of ovarian cancer. fThle abstr. record is one of five records 
for this document necessitated by the large no. of index entries required 
to fully index the document and publication system constraints.). 
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proteins assocd. with cervical cancer including pre -malignant conditions 
such as dysplasia in human patients. Cervical feuaor-speciCic 
cDHA clones were identified by transcription profiling using mRNA from 13 
cervical tumors, 5 CIN III, 5 CIN I, and 13 normal cervical 
tissues. The top up-regulated clones in tumor* or DIN III 
cervical tissues, as detd. by proprietory Btacistical anal, methods, were 
selected, and full-length clones obtained by contiguous assembly of EST 
sequences. Compns., kits, and methods for detecting, characterising, 
preventing, and treating human cervical cancers are provided. 
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AB Disclosed herein are nucleic acid sequences that encode antigenic NOVX 

polypeptides, i.e. NOVla, N0V2a, N0V2b. N0V2c, N0V3, N0V4a, N0V4b, N0V5, 
NOVSa, N0V6b. NOV7. NOVBa, NOVeb. N0V8C, NOVBd, NOV9, NOVlOa, NOVlOb. 
NOVll. N0V12a, NOV12b, N0V13a, N0V13b, N0V13C, N0V13d, N0V14 , NOVlSa. 
NOVlSb. N0V16. N0Vi7, NOVlSa, NOVlSb. N0V19a, N0V19b, NOV20a, NOV30b, 
N0V21, N0V22a. N0V23b, NOV33a, NOV23b, NOV24. NOV25, NOV26a, NOV26b, and 
N0V37 proteins and genes. Also disclosed are antibodies, which 
immunospecifically-bind to the NOVX polypeptide, as well as derive., 
variants, mutsnts, or fragments of the aforementioned polypeptide, 
polynucleotide, or antibody. The invention further discloses 

therapeutic, 

diagnostic and research methods for diagnosis, treatment, and prevention 
of disorders involving any one of these novel human nucleic acids, 
polypeptides, or antibodies, or fragments thereof. The disorders include 
metabolic diseases, diabetes, obesity, infection, anorexia, 
cancer -assocd . 

cachexia, cancer, neurodegenerative diseases, Alzheimer's disease. 
Parkinson's disease, immune diseases, and hematopoietic diseases. 
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The present invention relates to a method for identifying nucleic acid 
mols. functionally assocd. with a desired phenotype, such as cancer cell 
properties, including anti- apoptosis. The method, which allows for 
generation of expression profiles of genes assocd. with said desired 
phenotype. involves a mutagenesi* and/br genome rearrangement step, 
followed by selection of cell clones displaying the desired phenotype. 
The invention also relates that the method involves the use of the 
following techniques: fluorescence-activated cell sorting (FACS) : nucleic 
acid microarray (cDNA. genomic or oligonucleotide) ; protein array; 
tttro- dimensional gel electrophoresis; and/or mass spectrometry. The 
invention further relates that the disclosed method was used to identify 
genes, which are differentially expressed in apoptosis-sensitive and 
apoptosis- resistant cells. Specifically, the invention relates that 
apoptosis was induced in human cervix carcinoma cell line HeLa 83 by Fas 
activation. After the selection procedure, only a low no. of living 

were present, which had s higher resistance against apoptosis than the 
psrental cell line. MRNA was isolated from these surviving clones, and 
from the parental cell line, and transcribed into cdna. CDNA microsrray 
teehnol. was used to identify about 150-200 genes (cdha/DNA mols.) that 
exhibited enhanced expression in apoptosis -resistant clones. The GenBank 
accession nos . of some of these cDNA/DNA mols. are provided, along with 
the products encoded by said mols. Still further, the invention relates 
that most of the apoptosis -assocd. genes encode protein phosphatases, and 
kinases. Finally, the invention relates that said nucleic acid mols.. 



and 



proteins encoded by mols.. can be used as tsrgets in diagnosis, 
therapeutics and drug screening, particularly for disorders sssocd. 
dysfunction of apoptotic processes, such as tumors. 
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MRMA Of activated lynphocytea such as CD4+ T cells allows differential 
diagnosis of allergic diseases. The CD4+ T cells are iaolated and 
stimulated under defined conditions in vitro. Subsequently, mRNA is 
subjected to enultigene anal, such ae DNA arrays. Expression profiling 
images, such aa gene expression profiles, can he created, which allow on 
the basis of the activated T cell mRNA the prediction of certain 
phenotypes such as asthma or atopic dermatitis. 
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The present invention relates to methods of distinguishing and sepg. 
arterial cells from venous cells, and more specifically, distinguishing 
and sepg. arterial smooth muscle cells from venous smooth muscle cells 
based on their reap, mol . markers; methods of selectively targeting or 
delivering agents, drugs, nucleic acids and/or gene products to arteries 
(and in particular to arterial smooth muscle cells) or veins; methods of 
altering (enhancing or inhibiting, where inhibiting includes partially or 
completely inhibiting) the function of artery-specific or vein-specific 
mol. markers or interaction between them (and, thus, enhancing or 
inhibiting the effect such functions or interactions have on arterial 
smooth muscle cells or venous smooth muscle cells) ; and methods of 
screening for drugs which act selectively on arterial cells (and more 
specifically, on arterial smooth muscle cells) or venous cells (and more 
specifically, on venous smooth muscle cells). in one embodiment the mol. 
marker is a member of a smooth muscle cell surface ligand- receptor pair 
**iich is differentially expressed on arterial and venous smooth muscle 
cells. Por exanple, as described in detail herein, a member of Che 
Ephrin 

family of ligands is a mol . marker for arterial smooth muscle cells and 
can be used to distinguish or isolate arterial smooth muscle cells. 
Expression of EphrinB2 in arterial cells (e.g.. arterial endothelial 
cellB. arterial amooth muscle cells) can be used to advantage in methods 
for targeting agents and/or encoded polypeptides to arterial smooth 
muscle 

cells, altering angiogenesis, assessing the effect of agents on arterial 
smooth tDuscle cells, identifying srterial smooth muscle cells, isolsting 
arterial smooth muscle cells and prodn. of artificial vessels, for 
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example. Protein. The transmembrane ligand ephrinB2 and its receptor 
tyrosine kinase EphB4 are mol. markers of embryonic srterial and venous 
endothelial cells, reap., and are essential for angiogenesis. Here the 
authors show that expression of ephrinBS persists in adult arteries where 
it extends into some of the smallest diam. microvessels. challenging the 
classical view that capillaries have neither arterial nor venous 

identity. 

EphrinBS also identifies arterial microvessels in several settings of 
adult neovascularization, including tumor angiogenesis, contravening the 
dogma that tumor vessels arise exclusively from postcapillary venules, 
unexpectedly, expression of ephrinB3 also defines a stable genetic 
difference between arterial and venous vascular smooth muscle 
cells. These observations argue for revisions of classical concepts of 
capillary identity and the topog. of neovascularization. They also inply 
that ephrinB2 may be functionally in^ortant in neovascularization and in 
arterial smooth muscle, aa well aa in embryonic angiogenesis. 



<c 



10/055,842 



Page 10 



La ANSWER 17 OF 67 CAPLUS COPYRIGHT 2003 ACS 



1.8 



ACCESSION NUMBER ; 
DOCUMENT NUMBER: 
TITLE; 



INVENTOR (S) t 

PATENT ASSIGNEE (S) : 

SOURCE; 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



ANSWER 18 OF 67 CAPLUS COPYRIGHT 3003 ACS 



3003:293699 CAPLUS 
136:330393 

Sequence homologs of thymoain .beta. 10, ephrin AS 
receptors and f ibromodulin and cDNA encoding them and 
theor therapeutic usee 

Prayaga, Sudhirdae K. ; Taupier, Raymond J.; Bandaru, 

Raj 

Curagen Corporation. USA 

PCT Int. AppX., 180 pp. 

CODEN: PIXX03 

Patent 

English 

2 



KIND DATE 



APPLICATION NO. DATE 



WO 


3003030979 


A3 


20020418 


WO 2001-US3149S 


20011010 








W: 


AE, 


AG, 


AL. 


AM, 


AT, 


AU, 


AZ, BA. 


BB. 


BG, 


BR, 


BY, 


BZ, 


CA. 


CH, 


CN, 






CO. 


CR, 


CU, 


CZ, 


DE. 


DK, 


DM, DZ, 


EC, 


EE. 


ES. 


FI, 


GB, 


GD. 


GE, 


GH, 






GM, 


HR. 


HU, 


ID. 


IL. 


IN, 


IS, JP. 


KE. 


KG. 


KP, 


KR, 


KZ, 


LC. 


LK, 


LR, 






LS. 


LT. 


LU. 


LV. 


MA. 


MD, 


MG, MK, 


MN. 


MW. 


MX, 


MZ, 


NO, 


NZ. 


PH. 


PL, 






PT. 


RO, 


RU, 


SD. 


SE. 


SG, 


SI, SK, 


SL, 


TJ. 


TM, 


TR, 


TT, 


TZ. 


UA. 


UG, 






US, 


UZ, 


VN. 


YU. 


ZA. 


ZW, 


AM, AZ, 


BY. 


KG. 


KZ, 


MO, 


RU, 


TJ. 


TM 






RW: 


GH. 


GM, 


KE, 


LS, 


HW, 


MZ. 


SD, SL. 


SZ, 


TZ. 


IK3. 


ZW, 


AT. 


BE, 


CH, 


CY, 






OE, 


DK, 


ES, 


PI. 


FR. 


GB, 


GR, IE. 


IT. 


LU, 


MC, 


NL, 


PT. 


SE, 


TR, 


BF, 






BJ, 


CF, 


CO. 


CI, 


CM. 


GA, 


GN. GQ. 


GW, 


ML, 


MR, 


NE. 


SN. 


TD, 


TG 




AU 


3003011543 


AS 


20030433 


AU 2003-11543 




20011010 






PRIORITY 


APPLN. 


INFO. 










US 1999- 


159805P 


P 


1999101S 






















US 1999- 


159992P 


P 


19991018 






















US 1999- 


86423P 


P 


19991018 






















US 1999- 


160952P 


P 


19991022 






















U5 2000- 


669486 


A2 


20001012 






















US 2000- 


637376 


A2 


20001013 






















.US 2001- 


973424 


A 


20011009 






















WO 2001- 


US31498 


W 


30011010 







AB Disclosed herein are novel human nucleic acid sequences that have homol. 
to thymosin, ephrin A receptors, proteoglycans and f ibromodulin. Also 
disclosed are polypeptides encoded by these nucleic acid sequences, and 
antibodies which imirainospeci£ically-bind to the polypeptide, as well as 
derivB., variants, mutants, or Cragments of the aforementioned 
polypeptide, polynucleotide, or antibody. The invention further 

discloses 

therapeutic, diagnostic and research methods for diagnosis, treatment, 

and 

prevention of disorders involving these novel nucleic acids and proteins. 
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The invention provides polypeptides comprising the sol. extracellular 
domain of Eph 84 receptor or ephrin B3 ligand from human and mouse. The 
invention relates that Eph receptors are mendierB of a receptor tyrosine 
kinase family. The Invention also provides cDNA mols. encoding said 
polypeptides. The invention further provides genetic vectors, such as 
viral vectors, contg. said cOKA mols., and host cells transformed with 
said vectors. Still further, the invention provides pharmaceutical 
compns. comprising said polypeptides, cDNA mols. and/or genetic vectors, 
for treating a mammalian disease, such as cancer or ocular 
neovascularization. Finally, the invention provides the cONA sequences, 
as well as amino acid sequences, of the extracellular domains of Eph 84 
receptor and ephrin B2 ligand from mouse and human. The invention was 
based on the findings that Eph B receptors and ephrin 8 Uganda 
participate in tumor angiogenesis in adult mammals, and that 
said polypeptides were suitable for treatment of ocular 

neovascularization. In the examples section, the Invention specifically 

demonstrated inhibition of: (1) tuaor angiogenesia and 

tumor growth by expression of the sol. extracellular domains of 

mouse Eph B4 or ephrin B3 in tiuaor cells; and (3) both VEGF and 

FGF-2 -directed angiogenesis by e^qiression of human Eph B4, using gene 

therapy vector AV3Cshs-EphB4 . 
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THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE 
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Methods and compns. for manipulating the arterial -venous identity of 
endothelial cells are provided. The methods coo^rise introducing an 
arterial mol . program into endothelial cells of a vein section auch that 
the endothelial cello can remodel to form arterial endothelial cells. 

arterial mol. program can compriae one or more polynucleotides encoding 
various genes that are assocd. with arterial development and/or 
differentiation from veins. Expression vectors comprising the genes can 
be used to introduce the mol. program into the cells. A method of 
treating a patient having an obstructed blood vessel is also provided. 
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AB The invention provides a method for detg. whether a 
effective 

in changing the status of a certain set of target cells, ouch as a 
tuaor, in a patient. This method implies obtaining a sample from 
a patient after initiation of a treatment, and detg. whether said sample 
comprises an expression product of at least one marker gene. Preferably, 
said sample is a blood sample. In one aspect, said expression product ii 
expressed by a peripheral blood mononuclear cell. Said cnarker gene may 



A 30010133 
A 30010938 

P 2O01092B 
treatment is 



be 



a gene involved in the generation, maintenance and/or breakdown of blood 
vessels (angiogenesis) . A method of the invention is very suitable to 
det. within a few days if a certain treatment against Kaposi's Sarcoma is 
successful. Moreover, this method is suitable for deCg. the presence of 
angiogenesis and/or tunor cells in a patient. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB One aspect of the present invention is the synthesis of a binary method 
that combines variegated peptide display libraries, e.g., in a "display 
mode", with soluble secreted peptide libraries, e.g., in a "secretion 
mode", to yield a method for the efficient isolation of peptides having 
a desired biological activity. 
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AB 



cells 



Arterial and venous smooth muscle cells are molecularly distinct from 
the earliest stages of angiogenesis through to adulthood. This 
distinction is revealed by expression on arterial cells (e.g.. arterial 
endothelial cells, arterial smooth muscle cells) of a transmembrane 
ligand. called EphrinB2 whose receptor EphB4 is expressed on venous 
cells. Targeted disruption of the EphrinB2 gene prevents the remodeling 
or veins from a capillary plexus into properly branched structures. 
Moreover, it also disrupts the remodeling of arteries, suggesting that 
reciprocal interactions between pre-specif ied arterial and venous cells 
are necessary for angiogenesis. Expression of EphrinBS in arterial 



(e.g.. arterial endothelial cells, arterial smooth muscle cells) can 
used to advantage in methods for targeting agents and/or encoded 
polypeptides to arterial smooch muscle cells, altering angiogenesis, 
assessing the effect of agents on arterial smooth muscle cells, 
identifying arterial smooth muscle cells, isolating arterial smooth 
muscle cells and production of artificial vessels, for example. 
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Methods and convositions for manipulating the arterial -venous identity 
of endothelial cells are provided. The methods con^jriee introducing an 
arterial molecular program into endothelial cells of a vein section 



that the endothelial cells can remodel to form arterial endothelial 
cells. The arterial molecular program can cooprlse one or more 
polynucleotides encoding various genes that are aasociated with 
arterial 

development and/or differentiation from veins. Expression vectors 
comprising the genes can be used to introduce the molecular program 



into 



the cells. A method of treating a patient having an criistrueted blood 
vessel is also provided. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention relates to cnechode of evaluating the specific function of 
a receptor protein tyrosine kinase in cells. The methods activate the 
receptor in a ligand independent fashion. In addition, the invention 
includes methods of identifying compounds that modulate receptor 

protein 

tyrosine kinase function. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB One aspect of the present invention is the synthesis of a binary method 

that combines variegated antibody display libraries, e.g., in a 
"display 

mode", with Boluble secreted antibody libraries, e.g., in a "secretion 
mode". Co yield a method for the efficient isolation of antibodies 
having a desired biological activity. 
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Hek ligand (hek-L) polypeptides as well as ONA sequences, vectors and 
transformed host cells useful in providing hek-L polypeptides. The 

polypeptides bind to a cell surface receptor (hek) that is a member of 
the receptor tyroaine kinase family. Hek is expressed on cells that 
include certain tuwr cell lines. The hek-L polypeptides also 
bind a distinct receptor tyrosine kinase know elk. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB One aspect of the present invention is the synthesis of a binary method 
that combines variegated peptide display libraries, e.g., in a "display 
mode", with soluble secreted peptide libraries, e.g., in a "secretion 
mode", to yield a method for the efficient isolation of peptides having 
a desired biological activity. 
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Although the cellular and mol . mechanisms governing angiogeneais are only 
beginning to be understood^ signaling through endothelial-reetricted 
receptors, particularly receptor tyrosine kinases, has been shown to play 
a pivotal role in these events. Recent reports show that BphB receptor 
tyrosine kinases and their tranamenibrane - type ephrin-B3 ligands play 
essential roles in the embryonic veseuleture. These studies 
suggest that cell-to-cell repellent effects due to bidirectional 
EphB/ephrin-B3 signaling may be crucial for vaacular 

development, similar to the mechanism described for neuronal development. 
To test this hypothesis, we disrupted the precise expression pattern of 
EphB/ephrin-B2 in vivo by generating transgenic (CAGp-ephrin-B2 Tg) mice 
that express ephrin-B2 under the control of a ubiquitous and constitutive 
promoter. CMV enhancer- .beta . -act in promoter- .beta . -globin splicing 
acceptor (CAO) . These mice displayed an abnormal segmental arrangement 

interaomitic vessels, while such anomalies were not obsd. in 
Tie-3p-ephrin-B2 Tg mice in which ephrin-B2 was overe3q)resaed in only 
▼saeular endothelial cells (ECa) . This finding suggests that 
non-ECs expressing ephrin-B3 alter the migration of ECs expressing EphB 
receptors into the interaomitic region where ephrin-B3 expression is 
normally absent. CAGp-ephrin-B3 Tg mice show sudden death at neonatal 
stages from aortic dissecting aneurysms due to defective recruitment of 
vaacular smooth muscle cells to the ascending aorta. 
EphB/ephrin-B2 signaling between endothelial cells and surrounding 
mesenchymal cells plays an essential role in vaseuloganesia, 
angiogenesis, and vessel maturation. 
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EphB6 croBslinking results in costimulation of T 

Luo, Hongyu; Yu, Guang; Wu, Yulian; wu, Jiangping 
Laboratory of Transplantation Immunology, centre 
Hospitalier de I'Universite de Montreal, University 



cell 



Montreal, Montreal, QC, H3L 4M1, Can. 
Journal of Clinical Investigation (2003), 110(8), 
1141-1150 

CODEN: JCINAO; ISSN: 0031-9738 
American Society for Clinical Investigation 
Journal 

English 

Erythropoietln-producing hepatocyte (Eph) kinases represent the largest 
receptor tyrosine kinase family. Some of them are expressed in the T 



but 



compartment, but their function in T cells is unknown. In peripheral 
blood, EphB6 was predominantly expressed on T cells, and was upregulated 
after culture. EphB6 crosslinking by anti-EphB6 mAb or ephrinBS in the 
presence of suboptimal T cell receptor (TCR) stimulation led to drastic T 
cell proliferation, suggesting that EphB6 can costlmulate T cells. The 
proliferation was accompanied by enhanced prodn. of several lynphokines, 
such as IFN- .gamma., IL-6, IL-10, TGF-.beta.. TNF-. alpha., and GM-CSF, 



not IL-3 and IL-4. Sorted EphB6* T cells had significantly stronger 
response to anti-CD3 and dnti-CD28 stimulation than EphBS- T cells had. 
Taken together, these data suggest an important role of EphB6 in normal T 
cell activation. Within two minutes of anti-CD3 and anti-CD2B 
stimulation, EphBS aggregated and colocalized with TCR, and this provides 
a morphol . basis for EphBS to enhance TCR signaling. The capping was 
followed by p3a MAPK activation, showing that EphBS is capable of 
signaling, in spite of its lack of intrinsic kinase activity. This study 
demonstrates that interaction between EphB6 and its ligands facilitates T 
cell responses to antigen. 

REFERENCE COUNT: 35 THERE ARE 35 CITED REFERENCES AVAILABLE FOR 

THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE 

FORMAT 



L8 ANSWER 30 OF 67 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) 



CORPORATE SOURCE: 



DOCUMENT TYPE: 
LANGUAGE: 
'AB 



CAPLUS COPYRIGHT 3003 ACS 
2002:534292 CAPLUS 
137:242444 

EphB ligand, ephrinB2, suppresses the VEGP- and 
angiopoietin-l-induced Ras/mitogen-activated protein 
kinase pathway in venous endothelial cells 
Kim, Injune; Ryu, Young Shin; Kwak, Hee Jin; Ahn, So 
Young; Oh, Jong-Lark; Yancopoulos, George D.; Gale, 
Nicholas W. ; Koh, Gou Young 

National Creative Research initiatives Center for 
Endothelial Cells and Department of Life Science, 
Division of Molecular and Life Sciences, Pohang 
University of Science and Technology, Pohang, 

790-784, 

s . Korea 

SOURCE: FASEB Journal (2002). 16(9), 1126-1128, 

10 . 1096/f j .01-0805Cje 
COOEN: PAJOEC; ISSN: 0692-6638 
PUBLISHER: Federation of American Societies for Experimental 

Biology 
Journal 
English 

Interaction between ephrinBS and EphB4 in endothelial cells at the 
arterial -venous capillary interface is crit. for proper embryonic 
capillary morphogenesis. However, the intracellular domstreara signaling 
of ephrinB3-EphB in vascular endothelial cells is unknown. This 
study examd. the effect of ephrinB3- induced activation of EphB kinases on 
vascular endothelial growth factor (VEGF) - and angiopoietin-l 
(Angl) -induced Ras/mitogen-activated protein kinase (MAPK) signaling 
cascades in human umbilical vein endothelial cells (HUVECs) . Reverse 
transcrlptase-polymer chain reaction results showed that HUVECs expressed 
three kinds of EphB kinases known to bind to ephrinB2: EphB2, EphB3, and 
EphB4 . EphrinB2 not only increased the phosphorylation of EphB3 and 

BphB4 

in a time -dependent manner but also increased recruitment of 
pl30-Ras-GTPase-ectivating protein (pi30-RaeGAP) to EphBS and EphB4. 
Accordingly, ephrinB2 inhibited VEGF- and Angl -Induced Ras-HAPK 
activities, whereas ephrinB3 did not alter VEGF-induced Flk 
phosphorylation or Angl -induced TieS phosphorylation. Furthermore, 
ephrinB3 suppressed VEGF- and Angl-induced proliferation and/or 
migration, 

which are mediated mainly through Ras/MAPK signaling cascades. From 

these 

results, the authors propose that ephrinB2-EphB, signaling through 
Ras/MAPK cascade, may be crit. for proper morphogenesis of capillary 
endothelium through the arrest of endothelial cell proliferation and 
migration at the arterial -venous interface. 
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A role of EphB4 receptor and its ligand, ephrin-B3, 
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Yamada, Yoshihiro; Yuasa, Hiromi; Zhang, Xiu-Qin; 
Sakano, Seiji; Oike, Yuichi; Suda, Toshio 
Department of Cell Differentiation, Institute of 
Molecular Embryology and Genetics (IMEO), Kumamoto 
University, Tokyo, Japan 

Biochemical and Biophysical Research Communications 
(2002), 293(3), 1124-1131 
CODEN: BBRCA9; ISSN: 0006-391X 
Elsevier Science 
Journal 
English 

Erythropoiesis is regulated not only by erythropoietin but also by 
microenvironments which are composed of transmenbrsne mols. We have 
previously shown that a receptor tyrosine kinase BphB4 is predominantly 
expressed on human erythroid progenitors in bone marrow. BphB4 is 
expressed in approx. 45% of hematopoietic progenitor cells, which are 
CD34-POS. and c-Kit-pOS. cells in hucnan umbilical cord blood (hUCB) . The 
transmembrane ligand for EphB4, ephrin-B2, is expressed on bone marrow 
stromal cells and arterial endothelial cells. When such EphB4-pos. 
hematopoietic progenitor cello were co-cultured with stromal cells which 
express ephrin-B2, they were immediately detached from stromal cells and 
differentiated to mature erythroid cells. At that time, expression of 
EphB4 was immediately down-regulated . In contrast, on ephrin-B2 
non-expressing stromal cells, they remained EphB4-pos. cells and the 
generated no. of mature erythroid cells %ms less than that on ephrin-B3 
expressing stromal cells. Addnl., ephrln-B3 ej^ression on endothelial 
cells was up-regulated under hypoxic condition. Taken together, we 
propose that one of the mol . cues that regulate erythropoiesis is 
ephrin-B3 on stromal cells. 
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Lobs of EphB4 receptor tyrosine kinase protein 
exprcBBion during carcinogeneaia of the human breast 
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Andrew; Dreher, Ekkehard; Andres, Anne-Catherioe 
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Journal 
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AB Members of the Eph family of receptor tyrosine kinase have been 
inqplicated 

in cell-cell communication and tissue integrity during embryogenesia . We 
have previously demonstrated cell type specific and hormone dependent 
Ephfl4 expression in the mouse mammary parenchyma suggesting involvement 

in 

the homeostasis of this organ, since disruption of tissue organization 

crucial for metastatic dissemination, we have investigated the esqiression 

of Epha4 during carcinogenesis of the human breast. Ifmminohistochem. 

anal, of 24 normal human breast samples and 124 consecutive breast 

carcinomas was correlated with turner characteristics (stage. 

histol., grade, lyi^ph node involvement) and the expression of ER, PR, 

Ki-67, p53 and HER3. In normal breast tissue, the EphB4 protein was 

expressed exclusively in parenchymal cells. Strikingly, a drastic redn. 

in the no. of EphB4 protein expreaaing cells was obsd. in almost all 

invasive carcinomas analyzed, irresp. of the tumor type 

(p<0.0001). Furthermore, we found a highly significant correlation 

between EphB4 poaitivity and low histol. grading of the tusnr 

cells (p-0.002) suggesting that in breast cancer, EphB4 expression is not 

compatible with tuner progression. This raises the possibility 

that EphB4 could represent a potent tool for therapeutic intervention. 
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Origin, differentiation, and maturation of hiiman 
pulmonary veins 

Hall, Susan M.; Hislop, Alison A.; Haworth. Sheila G. 
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of Child Health, University College, London, UK 
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Journal 
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Recent studies on human embryonic and fetal lungs show that the pulmonary 
arteries form by vaaculoffaoasls . Little is known of the early 
development of the pulmonary veins. Uaing inmunohistochem. techniques 
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serial reconstruction, the authors studied 18 fetal and neonatal lungs. 
Sections were stained with antibodies specific for endothelium (CD31, von 
Willebrand factor) and smooth muscle (.alpha, and .gamma, smooth muscle 
actin, smooth muscle myosin, calponin, caldesmon. and desmin) and 
antibodies specific for the matrix glycoprotein tenascin, the receptor 
protein tyroaine kinase EphB4, and its ligand ephrinB2 . Kiel 
University- raised antibody no. 67 (Ki67) expression allowed qual . 
aasesament of cell replication. By 34 d gestation, there was continuity 
between the aortic sac, pulmonary arteries, capillaries, pulmonary veins, 
and atrium. The pulmonary veins formed by vasculoganesis in the 
mesenchyme surrounding the terminal buds during the pseudoglandular 
period 

and probably by anglogenesls in the canalicular and alveolar stages. 
EphB4 and ephrinB3 did not distinguish between presumptive venous and 
arterial endothelium as they do in mouse. All venous smooth muscle cells 
derived directly from the mesenchyme, gradually acquiring smooth muscle 
specific proteins from 56 d geatation. Thus, both pulmonary arteries and 
veins arise by vasculeaanasis, but the origins of their smooth 
muscle cells and their cytoskeletal protein content are different. 
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Altered mammary epithelial development, pattern 
formation and involution in transgenic mice 

the EphB4 receptor tyrosine kinase 
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The authors have previously documented the cell-type-specific and 
hormone -dependent expression of the EphB4 receptor in the mouse mammary 
gland. To investigate its role in the biol . of the mammary gland, we 
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have 



established transgenic mice bearing the EphB4 receptor under the control 
of the MMTV-LTR promoter, which represents the first transgenic mouse 
model to investigate the effect (s) of unscheduled expression of EphB4 in 
adult organisms. Transgene expression in the mammary epithelium was 
induced at puberty, increased during pregnancy, culminated at early 
lactation and persisted until day three of post- lactational involution. 
In contrast, expression of the endogenous EphB4 gene is downregulated 
during pregnancy, is essentially absent during lactstion and is 
re- induced 

after day three of post -lactational involution. The unscheduled 
expression of EphB4 led to a delayed development of the mammary 
epithelium ' 

at puberty and during pregnancy. During pregnancy, less lobules were 
formed, these however exhibited more numerous but smaller alveolar units. 
Transgenic mammary glands were characterized by a fragile, irregular 
morphol. at lactation,- however, sufficient functionality was maintained 

to 

nourish the young. Transgenic mammary glands exhibited untimely 
epithelial apoptotic cell death during pregnancy and abnormal epithelial 
DHA synthesis at early poet -lactational involution, Indicating a 
disturbed ^ 

response to proliferative/apoptotic signals. Mammary tuners 
were not obsd. in the BphB4 transgenic animals; however, in double 
transgenic animals expressing both EphB4 and the neuT genes, tuaor 
appearance was significantly accelerated and. in contrast to neuT-only 
animals, metastases %#ere obsd. in the lung. These results ia«>licate 

in the regulation of tiasue architecture, cellular growth responae and 
establishment of the invasive phenotypa in the adult mammary gland. 
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Detection of variations in the UNA methylation 



of genes in the determining the risk of disease 

Berlin, Kurt; Plepenbrock, Christian; Olek, Alexander 

Bpigenomics A.-G., Germany 

per Int. Appl. . 636 pp. 

CODEN: PIXX02 

Patent 

German 
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WO 2001077373 A2 30011018 WO a001-XA1486 30010406 

W: AE, AO. AL, AM, AT, AU, AZ. BA, BB, BG. BR. BY. B2, CA, CH, CN, 
CR, CU. CZ, DK, DM, DZ, EE, ES. FI, GB. OD, GE, GH, GM, HR, HU, 
ID, IL, IN, IS. JP. KE, KG, KP, KR, KZ, LC, LK, LR, LS. LT, LU 
LV. KA, MD, MG, MK, MN, MW, MX. M2, NO, N2, PL, PT, RO, RU, SD. 
SE, SG, SI. SK, SL, TJ, TM, TR, TT, TZ, UA, UO, UZ, VN, YU, ZA 
ZW, AM, AZ. BY. KG, KZ, MD, RU, TJ, TM 
RW: GH, GM, KE, LS, MW, MZ, SD, SL. S2. TZ. UQ. ZW. AT. BE. CH, CY, 
DE. DK, ES, FI, FR, GB, GR, IE. IT, LU, MC. NL, PT, SE, TR, BP. 
CP, 03. CI, CM, GA, GW, ML. KR, NE, SN, TO. TG 
DE 10019058 Al 20011220 DE 3000-10019058 30000406 

WO 2001077373 A2 20011018 WO 2001-DE1486 20010406 

W: AE, AO, AL, AM, AT, AU, AZ, BA. BB, 80. BR, BY. BZ, OA. CH, CN, 
CR, CU. CZ, DK. DM, DZ, EE, ES, PI, OB, OD. OE, OH. OM, HR, HU, 

ID. IL, IN. IS, JP, KE. MB, KP. KR, KZ. LC. LK, LR, LS, LT, LU. 
LV, MA, MD, MO, MK, MN, MW, MX, MZ, NO, HZ, PL, PT, RO, RU, SD. 
SE, SO, SI. SK, SL, TJ, TM, TR, TT. TZ, UA. UO, US. UZ, VN, YU, 
ZA, ZW, AM. AZ. BY, KO. K2. MD, RU. TJ, TM 

RW: OH. GM. KE, LS, MW, MZ, SD, SL, S2. TZ. UG. 2W, AT. BE. CH. CY. 
DE, DK, ES, PI. FR, GB. GR. IE, IT, LU. MC. NL, PT. SE, TR, BP, 
BJ, CP, CO, CI. CM. GA, GN, GW, ML, MR, NE. SN, TD. TO 
EP 1374865 A3 30030115 EP 2001-953936 20010406 

R: AT, BB, CH. DE. DK. ES, FR, GB, GR, IT, LI, LU. NL. SE, MC. PT, 

IE, SI. LT. LV. FI, RO. MK, CY, AL, TR 
PRIORITY APPLN. INFO.: DE 2000-10019058 A 

WO 2001-OE1486 W 
DE 2000-10019173 A 
DE 2000-10032529 A 
DE 3000-10043836 A 30000901 
WO 3001-EP3969 W 30010406 

AB The invention relstes to an oligonucleotide kit as probe for the 

detection 

of relevant variations in the DNA methylation of a target group of genes. 
The invention further relates to the use of the ssme for detg. the gene 
variant with regard to DNA methylation, a medical device, uaing an 
oligonucleotide kit, a method for detg. the methylation state of an 
individual and a method for the eatabliahraent of a model for establishing 
the probability of onset of a disease state In an individual. Such 
diaeases may be: undeaired pharmaceutical side-effects; cancerous 
diseaaea: CNS dysfunctions. Injuries or diseases; aggressive symptoms or 
relational disturbances; clin., psychol. and social consequences of brain 
Injury; psychotic disorders and personality disorders; dementia and/or 
assocd. ayndromea; cardiovaacular diaeaae, dysfunction and damage; 
dysfunction, damage or disease of the gastrointestinal tract: 
dysfunction. 
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damaga or diaeaae of the respiratory syatem; injury, inClananation, 
infection, immunity and/or anaatasiai dysfunction, damage or disease of 
the body aa an abnormal development process; dysfunction, damage or 
disease of the skin, muscle, connective tissue or bones; endocrine and 
metabolic dysfunction, damage or disease; headaches or sexual 

dysfunction. 

This abstr. record is one of several records for this document 
necessitated by the large no. of index entries required to fully index 

the 

document and publication system constraints. 
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Preparation of triazine kinase inhibitors 
Armistead, David M.; Bemis, Jean E.; Buchanan, John 
L.; Dipietro, Lucian v.; Elbaum, Daniel; Habgood, 
Gregory J.; Kim, Joseph L.; Marshall, Teresa L.; 
Qeune-Meyer, Stephanie D. ; Novak, Perry M. ; Nunes, 
Joaeph J.i Patel, Vinod P.; Toledo- Sherman, Leticia 
M.} Zhu, Xiaotian 
Kinetix Pharmaceuticals inc., USA 
PCT Int. Appl., 376 pp. 
COOENs PIXX03 
Patent 
English 
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HO 3001025230 Al 30010412 WO 3000-US378I1 30001006 

W: AE. AG. AL, AM, AT, AU. AZ, BA, BB. EG, BR. BY, BZ, OA, CH. CH, 
CR, CU. CZ, DB, OK, DM, DZ, BB. BS, PI, GB, GD, GB, GH, GM, HR. 
HU, ID, IL, IN, IS, JP. KB, KG, KP, KR, KZ, LC, LK, LR, LS. LT, 
LU, LV, MA, MD, MG, MK, MN, MW, MX, M2, NO, NZ. PL, PT, RO, RU, 
SO, SB, SG, SI, SK, SL. TJ, TM, TR, TT, TZ. UA. UG, US, UZ, VN, 
YU, ZA, ZW, AM, AZ, BY, KG, KZ, MD, RU, TJ, TM 
RW: GH, GM, KE, LS, MW, MZ. SD, SL, SZ, TZ. UG, ZW, AT, BE, CH, CY, 
DB, OK, ES, PI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, BP, BJ, 
CP, CG, CI, CM, GA, GN. GW. ML, MR, NE. SN, TD, TG 
EP 12X8360 Al . 20020703 EP 2000-972036 20001006 

R: AT, BE, CH, DE, DK, ES, PR. GB, GR, IT, LI, LU, NL, SE. MC, PT, 
IE, SI, LT, LV, PI, RO, MK, CY, AL 
JP 3003511378 T2 30030335 JP 2001-538166 20001006 

PRIORITY APPLN. INPO. : US 1999-1SB176P P I99S1007 

US 1999-16697BP P 19991133 
US 1999-170370P P 19991313 
US 2000-183263? P 20000217 
US 2000-315576P P 20000630 
US 2000-219301P P 20000720 
WO 2000-US27eil W 20001006 
OTHER SOURCE (S): MARPAT 134:295642 

AB Title triazine compds. (I) (wherein Rl and R3 - independently R3, R8, 
NHR3, NHR5, NHR6, NR5R5, NR5R6, SR5, SR6, SR3, ORS, 0R6, OR3 , C0R3, or 
(un) substituted heterocyclyl or olkyl ; R3 - independently aryl or 
(un) substituted Ph or heteroaryl; R5 - independently H, (un) substituted 
(cyclo)alkyl or alkenyl, alkynyl. cycloalkenyl, aryl. or haloalkyl; Rfi - 
independently COR5. C03R5. CONR5R5, C{HR5)NRSR5, or SQnRS; R8 - 
independently (un) substituted mono-, di-. or tricyclic ring system 
conprising 1-3, 1-6, or 1-9 heteroatoms, resp.; n - 1-2) were prepd. aa 
inhibitors of enzymes that bind to ATP or OTP and/or catalyze phosphoryl 
transfer. For example, amination of 2. 4-dichloro- 1, 3 , 5-triazine {prepn. 
given) with 3,4, 5-trimethoxyaniline in DMF, followed by a second 

amination 

with 4 -aminoveratrole in the presence of diisopropylethylaraine in EtOH, 
yielded II. In kinase inhibition studies, II gave IC50 values of < 0.4 
.nu.g/mL for KDR-1, PDGPRB-1, and Plt-1; 0.4 to 3.4 .mu.g/mL for Lck-1; 
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3.S to 4.5 . mu.g/mL for EGFR-1, Tek-l, and EPGB4-1; and > 4.5 .mu.g/mL 

for 

IGPR-l. AKT3-1, Met-1. Zap-1, Itk-1, PGFRl-1, and Fyn-l. I and compns. 

comprising them are useful for the treatment of disease or disease 

symptoms related to kinase inhibition, such as angiogenesis or 

VBseulogaaesls (no data) . 
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hek-L 



US 6274117 Bl 20010814 

US 1999-358734 19990721 (9) 

Division of Ser. No. US 1998-57121, filed on 6 Apr 
1998, now patented. Pat. No. US 5969110 Division of 
Ser. No. US 1995-453943, filed on 30 May 1995, now 
patented, Pat. No. US 5738844 Division of Ser. No. US 
1994-240124, filed on 9 May 1994, now patented. Pat. 
No. US 5516658 Continuation-in-part Of Ser. No. US 
1993-161133, filed on 3 Dec 1993. now abandoned 
Continuation-in-part of Ser. No. US 1993-114436, filed 
on 30 Aug 1993, now abandoned Continuation-in-part of 
Ser. No. US 1993-109745. filed cn 30 Aug 1993, now 
abandoned 
Utility 

GRANTED 
Mertz, Prema 

Anderson, KathrynA., Fowler, Kathleen 
7 
1 

1524 

INDEXING IS AVAILABLE FOR THIS PATENT. 

Hek ligand (hek-L) polypeptides as well as DNA sequences, vectors and 
transformed host cells useful in providing hek-L polypeptides. The 



polypeptides bind to a cell surface receptor (hek) that is a raenA>er of 
the receptor tyrosine kinase family. Hek is ejq>ressed on cells that 
include certain tumor cell lines. The hek-L polypeptides also 
bind a distinct receptor tyrosine kinase known elk. 
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3001:75431 USPATFULL 

Methods of preventing and treating neurological 
disorders with compounds that modulate the function of 
the C-RET receptor protein tyrosine kinase 
Clary, Douglas, San Francisco, CA, United states 
Sugen, Inc., Redwood City, CA, United States (U.S. 
corporation) 



NUMBER 

US 623S769 

US 1998-1098S3 

NUMBER 



KIND 



DATE 



Bl 



30010533 
19960702 
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PRIORITY INFORMATION: 
DOCUMENT TYPE: 
PILE SEGMENT: 
PRIMARY EXAMINER: 
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NUMBER OP CLAIMS: 
EXEMPLARY CLAIM: 
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19970703 (60) 



US 1997<S1?15P 
Utility 
Granted 

Criares, Theodore J. 
Foley 6 Lardner 
14 
1 

2371 

INDEXING IS AVAILABLE FOR THIS PATENT. 

The invention relates in part to a method of preventing or treating an 



abnortnal condition caused by an aberration in the function of the C-RBT 
receptor, and specifically to the treatment and prevention of 
neurodegenerative disorders by administering a pharmaceutical 
convositlon that modulates the function of the C-RET receptor. 
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CAPLUS COPYRIGHT 3003 ACS 
3001:354356 CAPLUS 
135:130439 

Alterations of gene expression during colorectal 
carcinogenesis revealed by cDNA microarrays after 
laser-capture microdissection of tuaoz 
tissues and normal epithelia 

Kitahara, Osainu; Purukawa. Yoichi; Tanaka, Toshihiro; 
Kihara, Chikashi; Ono, Kenji; Yanagawa, Renpei ; Nita, 
Marcelo E.; Takagi, Toshihisa; Nakamura, Yusuke; 
Tsunoda, Tatsuhlko 

Human Genome Center, Institute of Medical Science, 



SOURCE: 

PUBLISHER: 
DOCUMENT TYPE 
LANGUAGE : 
AB 



University of Tokyo, Tokyo, 108-B639, Japan 
Cancer Research (3001), 61(9), 3544-3549 

CODEN: CNREA8; ISSN: 0008-5472 
American Association Cor Cancer Research 
Journal 
English 

To identify a set of genes involved in the development of colorectal 
carcinogenesis, we compared expression profiles of colorectal cancer 

cells 

from eight tuaors with corresponding noncancerous colonic 
epithelia using a ONA microarray consisting of 9316 human genes. These 
cell populations bad been rendered homogeneous by laser-capture 
microdissection. Bxpression change in more than half of the 
tnaors ms obsd. for 335 genes, i.e., 44 up-regulated and 191 
down* regulated genes. The differentially expressed genes include those 
asBocd. with signal transduction, metabolizing enzymes, prodn. of 
reactive 

oxygen species, cell cycle, transcription, mitosis, and apoptosis. 
Subsequent examn. of 10 genes (five up-regulated and five down -regulated) 
by aemiquant. reverse transcription-PCR using the eight tumors 
together with an addnl . 12 samples substantiated the reliability of our 
anal. The extensive list of genes identified in these expts. provides a 
large body of potentially valuable information of colorectal 
carcinogenesis and represents a source of novel targets for cancer 
therapy. 
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Differential gene expression during capillary 
morphogenesis in 3D collagen matrices: regulated 
expression of genes involved in basement membrane 
matrix assembly, cell cycle progression, cellular 
differentiation and G-protein signaling 
Bell, Scott E.; Mavila, Anil; Salazar, Rene; Bayless, 
Kayla J.; Kanagala, Suhasini; Maxwell, Steven A.; 
Davis, George E. 

Department of Pathology and Laboratory Medicine, 



both 



A and M University System Health Science Center, 
College Station. TX, 77843-1114, USA 
Journal of cell Science (2001). 114(1S), 37SS-3773 
CODEN: JNCSAI; ISSN: 0021-9533 
Company of Biologists Ltd. 
Journal 
English 

We have performed a screening anal, of differential gene expression using 
a defined in vitro model of human capillary tube formation. Gene array, 
differential display and cDKA library screening were used to identify 



SOURCE ; 

PUBLISHER: 
DOCUMENT TYPE 
LANGUAGE : 
AB 



known and novel differentially expressed genes. Major findings include) 
the upregulatlon and functional importance of genes assocd. with basement 
membrane matrix assembly; the upregulation of growth factors, 
transcription factors, anti-apoptotic factors, markers of endothelial 

cell 

differentiation, JAK-STAT signalling mols., adhesion receptors, 
proteinase 

inhibitors and actin regulatory proteins; and expression changes 
consistent with inhibition of cell cycle progression, increased 
cholesterol biosynthesis, decreased ubiquitin-proteasome mediated 

degrdn . , 

and activation of G-protein aignaling pathways. Using DNA microarray 
anal., the most induced genes at 8. 34 and 48 h coiroared with those at 0 

h 

were jagged-1. stanniocalcin and angiopoietin-3, whereas the most 
repressed genes were connective tissue growth factor, fibulin-3 and 
ROS-5. 

In addn.', the full length coding sequence of two novel regulated 
capillary 

morphogenesis genes (CMOs) are presented. CMO-l encodes a predicted 
intracellular 6S kDa protein with coiled-coil domains. A CMO-l-green 
fluorescent protein (GPP) chimera was obsd. to target to an intracellular 
vesicular compartment. A second novel gene. CMa-2, was found to encode a 
predicted intracellular protein of 45 kDa contg. a transmembrane segment 
end a CMG-2-GPP chimera was obsd. to target to the endoplasmic reticulum. 
A recombinant portion of CMa-3 was found to bind collagen type IV and 
laminin, suggesting a potential role in basement membrane matrix 
synthesis 

and assembly. These data further elucidate the genetic events regulating 
capillary tube formation in a 30 matrix environment. 
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Stromal cells expressing ephrin-B2 promote the growth 
and sprouting of ephrin-B2-t- endothelial cells 
Zhang, Xiu-Qin; Takakura, Nobuyuki; Oike, Yuichi; 
Inada, Tomohisa; Gale, Nicholas w.; Yancopoulos, 
George O. ; Suds, Toshio 

Department of Cell Differentiation, Institute of 
Molecular Embryology and Genetics, Kumanoto 
University, Kunamoto, 860-0811, Japan 
Blood (3001), 98(4), 1038-1037 
CODEN: BLOOAW; ISSN: 0006-4971 
American Society of Hematology 
Journal 
English 

Ephrin-B2 is a transmembrane ligand that is specifically expressed on 
srterial endothelial cells (ECs) and surrounding cells and interacts with 
multiple EphB class receptors. Conversely, EphB4, a specific receptor 



AUTHOR (S) : 



CORPORATE SOURCE: 



SOURCE: 

PUBLISHER: 

DOCUMENT TYPE 
LANGUAGE : 
AB 



ephrin-B3, is expressed on venous ECs. and both ephrin-B3 and E;phB4 play 
essential roles in vascular development. The bidirectional 
signals between EphB4 and ephrin-B3 are thought to be apeciCic for the 
interaction between arteries and veins and to regulate cell mixing and 

making of particular boundaries. However, the mol . mechanism during 
vasculogenasis and angiogenesis remains unclear. Manipulative 
functional studies were performed on these proteins in an endothelial 



system. Using in vitro stromal cells (OPS cells) and a paraaortic 
spianchnopleura (P-Sp) coculture system, these studies found that the 
stromal cells expressing ephrin-B2 promoted vascular network 
formation and ephrin-B3+ EC proliferation and that they also induced the 
recruitment and proliferation of .alpha. •smooth muscle actin 
(. alpha. • SMA) -pos. cells. Stromal cells expressing BphB4 inhibited 
vaseulaz network formation, ephrin-B3« EC. proliferation, and 
.alpha. -SMA-* cell recruitment and proliferation. Thus, these data 
suggest 

that ephrin-B3 and EphB4 mediate reciprocal interactions between arterial 
and venous ECs and surrounding cells to form each characteriatic vessel. 
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DOCUHENT NUMBER; 136:214603 

TITLE: Gene expression profiling for molecular 

identification 

of high-risk breast cancer patients 
AUTHOR(S}: Ahr, A.; Holtrich, u.; Solbach, C. : Scharl, A.; 

Strebhardt, K.; Karn, T.; Kaufmann, M. 
CORPORATE SOURCE: Bereich "ftolekulare Gynakologie und Geburtshilfe-, 

UniversiCatB-Frauenklinik Frankfurt. Frankfurt, 

60590, 

Germany 

SOURCE: Oeburtshilfe und Prauenheilkunde (3001), 61(13), 

954-963 

CODEN; GEFRA3; ZSSNi 0016-57S1 
PUBLISHER: Georg Thlene Verlag 

DOCUHENT TYPE: Journal 
LANGUAGE : German 

AB Many tuoors are BubclaesiCied with genetic markers to improve 

therapy and follow-up. A goal is to use DNA arrays as a tool to 
understand and classify tumors on the basis of gene expression 
patterns. Global detn. of cellular transcriptional activity may identify 
gene expression signatures that predict the din. behavior of 
tunors. We performed DNA array studies and subsequent cluster 
.analyses to establish a raol. profile of 73 breast cancer specimens (Tl-4, 
NO-1, MO-l) . Our analyses identified a group of transcriptionally 

related 

specimens. 14 Of these 16 tuaors were node pos. This group had 
an accumulation of patients with distant metastases at the time of 
diagnosis (25% vs. 4%) . Differentially expressed marker genes in 
conjunction with sample clustering algorithms provide a novel mol . 
classification system for breast cancers. This may help identify 
patients 

at high riak of recurrence. 
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Tlfi-B: Expression of receptor tyrosine kinase EphB4 and its 

ligand ephrin-B3 is associated with malignant 
potential in endometrial cancer 

AUTHOR (S) : Takal, Noriyuki; Hiyazaki, Tarai; Fujisawa, Kayo; 

Hasu, 

Kaei; Miyakara, Isao 

Department of Obstetrics and Gynecology, Oita Medical 
University, Oita, 879-5593, Japan 
Oncology Reports (3001), fl{3), 567-573 
CODEN: OCRPEW; ISSN: 10ai-335X 
PUBLISHER! Oncology Reports 

DOCUMENT TYPE: Journal 
LANGUAGE ; English 

AB The protein kinases includes many oncogenes and growth-factor receptors, 
as well ss genes that are involved in cell cycle regulation. EphB4 
receptors are a subfamily of receptor tyrosine kinases that are activated 
by ephrin-B3 ligande and are thought to play an important role in the 
development and oncogenesis of various tissues. However, very little 
exptl. evidence exists to support this hypothesis. To elucidate the 
involvenent of EphB4 and ephrin-B3 in endometrial carcinogenesis, we used 
fluorescent immunohistochem. to analyze serial frozen sections of 20 
endometrial carcinomas and 20 normal endometria for EphB4 and ephrin-B2 
protein expression. We analyzed the relationship between the patient's 
characteristics and the percentages of EphB4- and ephrin-B2-stBined 

cells. 

EphB4 expression was significantly assocd. with histol . grade (p<0.001} 
and certain clin. stages. Ephrin-B2 Expression ms significantly assocd. 
with the presence of invasion to >l/2 myometrium (p-o.oos). Our results 
demonstrate that increased BphB4 and ephrin-B3 eiqireseion may reflect or 
induce in endometrial carcinomas increased potential for growth and 
tuBorlgeaielty. Furthermore, these results suggest that EphB4 
receptor kinase may modulate the biol. behavior of endometrial carcinomas 
through autocrine' and/or paracrine activation, which is caused by 
ephrln-B3 ligands that are expressed in the same or neighboring cells by 
immunohistochem. 
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tnt^i Expression of EphrinB2 Identifies a Stable Genetic 

Difference Between Arterial and Venous 

Vascular Smooth Muscle as Well as Endothelial 

Cells, and Marks Subsets of Microvessels at Sites of 

Adult Neovascularization 
AUTHOR(S): Shin, Donghun; Garcia-Cardena, Guillermo: Hayashi, 

Shin- Ichiro: Gerety, Sebastian; Asshara, Takayuki; 

Stavrakis, George; Isner, Jeffrey; Polkraan. Judah; 

Gimbrone. Michael A., Jr.; Anderson, David J. 
CORPORATE SOURCE: Division of Biology 316-76. California Institute of 

Technology, Pasadena, CA, USA 
SOURCE: Developmental Biology (Orlando, PL. United States) 

(2001), 230(2), 139-150 

CODEN: DEBIAO; ISSN: 0012-1606 
PUBLISHER: Academic Press 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB The transmembrane ligand ephrinB2 and its receptor tyrosine kinase EphB4 
are mol. markers of embryonic arterial and venous endothelial cells, 
resp., and are essential for angiogenesis . Here we show that expression 
of ephrinB2 persists in adult arteries where it extends into some of the 
smallest diam. microvessels, challenging the classical view that 
capillaries have neither arterial nor venous identity. EphrinB2 also 
identifies arterial microvessels in several settings of adult 
neovascularization, including tumor angiogenesis, contravening the dogma 
that tumor vessels arise exclusively from postcapillary venules. 
Unexpectedly, expression of ephrinB3 also defines a stable genetic 
difference between arterial and venous vascular smooth muscle 
cells. These observations argue for revisions of classical concepts of 
capillary identity and the topog. of neovascularization. They also imply 
that ephrinB2 may be functionally important in neovasculariiation and in 
arterial smooth muscle, as well as in embryonic angiogenesis. (c) 2001 
Academic Press. 
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TITLE; The cytoplasmic domain of the ligand ephrinB3 is 

required for ▼sseular morphogenesis but not 

cranial neural crest migration 
AUTHOR{S)i Adams. Rslf H.; Dislla, Francesca; Hennig. Silvia; 

Helmbacher, Francoise: Deutsch, Urban; Klein, Rudiger 
CORPORATE SOURCE: European Molecular Biology Laboratory. Heidelberg, 

D-69117, Germany 

SOURCE: Cell (Cambridge, MA, United States) (2001), 104(1). 

57-69 

CODEN: CELLB5; ISSN: 0092-8674 
PUBLISHER: Cell Press 

DOCUMENT TYPE: Journal 
LANGUAGE : Engl i sh 

AB The transmembrane ligand ephrinBZ and its cognate Eph receptor tyrosine 
kinases are important regulators Of vascuXac morphogenesis. 
EphrinB2 may have an active signaling role, resulting in bi -directions! 
signal transduction downstream of both ephrinB3 and Eph receptors. To 
sep. the ligand end receptor-like functions of ephrinB3 in mice, we 
replaced the endogenous gene by cDNAb encoding either carboxy- terminally 
truncated (ephrinBS .DELTA. C) or, as a control, full-length ligand 
(ephrinB3HT) . While homozygous ephrinB2WT/WT animals were viable and 
fertile, loss of the ephrinB3 cytoplasmic domain resulted in midgestation 
lethality similar to ephrinB2 null mutants (ephrinB2KO) . The truncated 
ligand was sufficient to restore guidance of migrating cranial neural 
crest cells, but ephrlnBa .DELTA. C/. DELTA. C embryos showed defects in 
vasculoaaaasls and angiogenesis very similar to those obsd. in 
ephrinB3K0/KO animals. Our results indicate distinct requirements of 
functions mediated by the ephrinB carboxy- terminus for developmental 
processes in the vertebrate embryo. 
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in colon cancer 

Stephenson, Sally-Anne; Slomka, Stefan; Douglas, 
Evelyn L. ; Hewett, Peter J.; Hardingham, Jennifer E. 
Dep. Hematology, The Queen Elizabeth Hospital, 
Woodville, Australia 

BMC Molecular Biology [online con^uter file} (3001). 
3, No pp. given 

CODEH: BMBMC4; ISSN: 1471-3199 

URL: hctp://www.biomedcentral.coin/l47l-3199/3/lS 

BioMed Central Ltd. 

Journal; (online computer file) 

English 

We have used com. cDNA arrays to identify EphB4 as a gene 



in 



is Up- regulated in colon cancer tissue when compared with matched normal 
tissue from the same patient. Results: Quant. RT-PCR anal, of the 
expression of tha EphB4 gene has shown that its expression is increased 



63% of tuaor saa^les when compared with the matched normal 
tissue from the same patient. Using inanunohistochem. and Western anal, 
techniques with an EphB4 -specific antibody, we also show that this 
receptor is expressed in the epithelial cells of the tumor 
tissue and either not at all, or in only low levels, in the normal 
tissue. 

Conclusion: The results presented here supports the emerging idea the Bph 
receptors play a role in tuaor formation and suggests chac 
further elucidation of this signaling pathway may identify useful targets 
for cancer treatment therapies. 
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Uses for Eph receptor antagonists and agonists to 
treat vascular disorders 

Aguet, Michel 

Genentech, Inc., USA 
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Patent 
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WO 1999-US37S34 19991118 
AE, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, CA, CH, CN. CR. CU, 
CZ, OE, OK, DM, BE, ES, PI, GB, GD, GE, GH, GM, HR, HU, ID, XL, 
IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, LT. LU, LV, MD, 
MG, MK, KN, MW, MX, HO, NZ. PL, PT, RO, RU. SD, SE, SO, SI, SK. 
SL, TJ, TM, TR, TT, T2. UA, UO, UZ, V», YU, ZA, ZW, AM, AZ, BY, 
KG, KZ, MD, RU, TJ, TM 
RNi OH, GM, KE, LS, MH, SD, SL, SZ, TZ, UG, ZH, AT, BB, CH, CY, DE, 
DK, ES, FI, FR, GB, GR, IB, IT, LU. HC. NL, PT, SE, BF, BJ, CF, 
OG, CI, CM, GA, GH, GH, ML, HR, NE. SN. TD, TG 

EP 1999-960524 19991118 
AT, BB, CH, DE, DK, ES. FR, GB, GR, IT, LI, LU, NL. SB, MC, PT, 
IE, SI. LT, LV, FI, RO 

JP 2000-583556 19991118 
US 199B-109275P P 199B1120 
WO 1999-US27S34 W 1999H18 
The present application describes methods of inhibiting or stimulating 
angiogenesis in a mammal comprising administering to the mammal an 
effective amt. of an Eph receptor antagonist or agonist, resp. Articles 
of manuf . for use in relation to these methods are also described. 
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WO 1999-JP5964 W 19991028 
AB A method and compns . for detecting genes affected by endocrine-disrupting 
cheras. and for identifying endocrine^disrupting chems. are clsimed. The 
method comprises prepg. a nucleic acid sample contg. raRNAs or cDNAs 
originating in cells, tissues, or organisms which have been brought into 
contact with a sanftle contg. the endocrine disruptor. The nucleic acid 
safq>le ia h^ridlzed with DMA arrays lAerein genes which might be 
affected 

by the endocrine disruptor or DMA fragments originating in these genes 
have been fixed. The results obtained are then compared with the results 
obtained with the control sample to select the gene affected by the 
endocrine disruptor. Endocrine disruptors are selected from dioxins. 

org. 

chloro compds., phenols, futalic acid esters, srom. hydrocsrbons, 
agrochems., org. tin compds., and estrogens, smong others. The effect of 
3 chems., 17-. bets, estradiol (B2) , diethylatilbestrol (DESK and 
bisphenol A (bIsA) on 33 candidate genes belonging to the categories of 
nuclear receptor/nuclear receptor transcriptional coupling, kinase-type 
signal transducer, gonad differentiation factor, oncogene, and 
receptor- type kinase. «rere examd. by the method of this invention. 
Expression of most of the genes was either increased or decreased by 
exposure to these chems. 
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In^ilications of BPHB6, EFNB3, 



and EFNB3 expressions 



SOURCE: 
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Tang. Xao X.; Zhao. Huaqing; Robinson. Harjorie B.; 
Cohen, Brian; Cnaan, Avital; London, Hendy; Cohn, 
Susan L.; Cheung. Nai-Kong v.; Brodeur, Garrett H.; 
Evans, Audrey B.; Ikegaki, Naohiko 
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Philadelphia, Philadelphia, PA, 19104-4316, USA 
Proceedings of the National Academy of Sciences of 
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AB Neuroblastoma (NB) 
wide range of blol, 



were 



if 



United States of America (2000) , 
CODEN: PNASA6; ISSN: 0027-8424 
National Academy of Sciences 
Journal 
English 

is a common pediatric tuaor that exhibits a 
and Clin, heterogeneity. EPH (erythrppoletln- 
produeing hepatoma amplified sequence) family receptor tyrosine kinases 
and ligand ephrins play pivotal roles in neural and cardiovascular 
development. High-level expression of transcripts encoding EPHB6 
receptors (EPHB6) and its ligands ephrin-B2 and ephrin-B3 (EFNB3. EFNB3} 
is assocd. with low- stage NB (stages l, 2, and 45) and high TrkA 
expression. In this study, we showed that EFNB2 and TrkA expressions 

assocd. with both tuiaor stage and age, whereas BPHB6 and EFNB3 
expressions were solely assocd. with tuaor atage, suggesting 
that these genes were expressed in distinct subsets of NB. Kaplan-Meier 
and Cox regression analyses revealed that high-level expression of EPHB6. 
EPNB3, and EPNB3 predicted favorable NB outcome (P < 0.005). and their 
e;q>ressicn conftiined with TrkA expression predicted the disease outcoote 
more accurately than each variable alone (P < 0.00005). Interestingly, 



any one of the four genes (EPHB6, EFNB3. EFNB3, or TrkA) was expressed at 
high levels in NB, the patient survival was excellent (>90%} . To address 
whether a good disease outcome of NB was a consequence of high-level 
expression of a "favorable NB gene," we examd. the effect of BPHBe on NB 
cell lines. Transf action of EPHB6 cONA into IMR5 and SY5Y expressing 
little endogenous BPHB6 resulted in inhibition of their clonogenicity in 
culture. Furthermore, transfection of EPHB6 suppressed the 
tuaorlganieity of SYSY in a mouse xenograft model, demonstrating 
that high-level expressions of favorable NB genes, such as BPHB6, can in 
fact suppress malignant phenotype of unfavorable NB. 
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AB E-cadherin is the main cell adhesion rool. of early embryonic and adult 
epithelial cells. Downregulation of E-cadherin is assocd. with 
epithelial -mesenchymal transition during embryonic mesoderm formation and 
tuBor progression. To identify genes whose expression is affected 
by the loss of E-cadherin, we compared mRNA expression patterns between 
wild-type and E-cadherin null mutant embryonic stem (ES) cells. We found 
that expression of several Eph receptors and ephrine is dependent on 
E'Cadherin. Rescue of E-cadherin null ES cells with E-cadherin cOKA 
restores the wild -type expression pattern of Eph family members. Rescue 
of E-cadherin null ES cells with H-cadherin cDNA does not restore the 
wild-type expression pattern, indicating that the regulation of 
differential expression of Bph family members is specific to E-cadherin. 
Constitutive ectopic expression of B-cadherin in non-epithelial NIH3T3 
cells results in the prodn. of the EphA3 receptor. In epithelial cells, 
E-cadherin is required for EphA3 receptor localization at cell -cell 
contacts; in the absence of functional B-cadherin, EphA2 localises to the 
perinuclear region. Our results indicate that E-cadherin may be directly 
or indirectly required for the membrane localization of Eph receptors and 
their membrane-bound ligands. 
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AB We investigated the role of EphB receptors and their ligands during 
embryonic blood vessel development in X. laevis. In a survey of 
tadpole-stage Xenopus embryos Cor EphB receptor expression, we detected 
expression of EphB4 receptors in the posterior cardinal veins and their 
derivs., the intersomitic veins. Vascular expression of other 
EphB receptors, including EphBl, EphB2, or EphB3, could however not be 
obsd., suggesting that EphB4 is the principal EphB receptor of the early 
embryonic vasculature of Xenopus. Furthermore, we found that 
ephrin-B ligands are expressed complementary to EphB4 in the somites 
adjacent to the migratory pathways taken by intereomitic veins during 
angiogenic growth. Me performed RNA injection expts. to study the 
function of EphB4 and its ligands in intereomitic vein development. 
Disruption of EphB4 signaling by dominant neg. EphB4 receptors or 
misexpression of ephrin-B ligands in Xenopus embryos resulted in 
intersomitic veins growing abnormally into the adjacent somitic tissue. 
Our findings demonstrate that EphB4 and B-class ephrins act as regulators 
of angiogeneais possibly by mediating repulsive guidance cues to 

migrating 
\ endothelial cells. 
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AB There is considerable evidence t 

individual variability in response to disease, therapy and prognosis lies 
in a person's genetic make-up. There have been numerous examples 

relating - 

that polymorphisms within a given gene can alter the functionality of the 
protein encoded by that gene thus leading to a variable physiol. 

response . 

In order to bring about the integration of genomics into medical practice 
and enable design and building of a technol . platform which will enable 
the everyday practice of mol. medicine a way must be invented for the dna 
aequence data to be aligned with the identification of genes central to 
the induction, development, progression and outcome of disease or 
physiol. 

states of interest. According to the invention, the no. of genes and 
their configurations (mutstions and polymorphisms) needed to be 
identified 

in order to provide crit. clin. information concerning individual 
prognosis is considerably less than the 100,000 thought to comprise the 
human genome. The identification of the identity of the core group of 
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genes enables the invention of a design for genetic profiling 
technologies 

which coiiq;>ri8es of the identification of the core group of genes and 

their 

sequence variants required to provide a broad baee of clin. prognostic 
information - "genostica". The "Genostic" profiling of patlenta and 
persons will radically enhance the ability oC clinicians, healthcare 
professionals and other parties to plan and manage healthcare provision 
and the targeting of appropriate healthcare resources to those deemed 



most 



in need. The- use of this invention could also lead to a host of new 
applications for such profiling technologies, such as identification of 
persons with particular work or environment related risk, selection of 
applicants Cor employment, training or specific opportunities or Cor the 
enhancing of the planning and organization of health services, education 
services and social services. 



<c 



10/055,842 



Page 20 



La ANSWER 53 OP 67 CAPLUS COPYRIGHT 2003 ACS 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S): 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT i 
PATENT INFORMATION: 



1999:795993 CAPLUS 
133:31743 

Gene probes ueed for genetic profiling in healthcare 

screening and planning 

Roberts, Gareth Wyn 

GenOBtic Phartna Limited, UK 

PCT Int. Appl., 149 pp. 

CODEN: PIXXOa 

Patent 

English 

a 



PATENT 


HO. 




KIND 


DATE 




APPLICATION HO. 


DATE 






WO 


9964636 




A2 


19991216 




WO 1999-GB1779 


19990604 








Wt 


AE, 


AL. 


AM. AT. 


AU, AZ, 


BA, 


BB, 


BO. BR, BY, 


CA, 


CH, CN, 


CU, 


CZ, 






DE, 


OK. 


EE. ES, 


FI, GB, 


GD, 


GE. 


GH, GM, HR, 


HU, 


ID, IL, 


IN, 


IS, 






JP. 


KE, 


KG, KP. 


KR, K2, 


LC, 


LK, 


LR, LS, LT, 


LU, 


LV, MD, 


MG, 


MK, 






MN, 


MW, 


MX, NO, 


HZ, PL, 


PT, 


RO, 


RU, SD. SB, 


SG, 


SI. SK, 


SL, 


TJ, 






TM, 


TR, 


TT, UA, 


UO, US, 


UZ, 


VN, 


YU« ZA, ZW, 


AM, 


AZ, BY, 


KO, 


KZ, 






MD, 


RU, 


TJ, TM 




















RM: 


GH, 


GM, 


KE, LS, 


MW, SD, 


SL, 


sz. 


UG, ZW, AT, 


BE, 


CH, CY, 


OE, 


DK, 






ES, 


FI, 


FR, GB, 


GR. IB, 


IT. 


LU. 


MC, NL, PT. 


SE, 


BP, BJ, 


CF, 


CG, 






CI. 


CH, 


GA, GH, 


GW, ML, 


MR, 


HE. 


SH, TD, TG 










CA 


2330929 




AA 


19991216 




CA 


. 1999-2330929 


19990604 






AU 


9941586 




Al 


19991230 




AU 


1999-41586 




19990604 






AU 


9941587 




Al 


19991230 




AU 


1999-41587 




19990604 






OS 


2339200 




Al 


20000119 




GB 


1999-12914 




19990604 






08 


3339200 




B2 


30010912 
















BP 


1084273 




Al 


30010321 




EP 


1999-925207 


19990604 








R: 


AT. 


BE, 


CH, DB, 


DK, ES, 


PR. 


GB, 


OR, IT, LI, 


LU, 


HL, SE, 


MC, 


PT. 






IB, 


FI 



















PRIORITY APPLH. INFO. t 



GB 


1998 


-12098 


A 


199B0606 


GB 


1998 


-282S9 


A 


19981223 


GB 


1998 


-16086 


A 


19960724 


GB 


1998 


-16921 


A 


19960805 


GB 


1998 


-17097 


A 


19980807 


GB 


1996 


-17200 


A 


19980806 


GB 


1998 


-17632 


A 


19980814 


GB 


1998 


-17943 


A 


19980819 


HO 


1999 


-GB1779 


W 


19990604 



AB There is considerable evidence that significant factor underlying the 

individual variability in response to disease, therapy and prognosis lies 
in a person's genetic make-up. There have been numerous examples 

relating 

that polymorphiems within a given gene can alter the functionality of the 
protein encoded by that gene thus leading to a variable physiol . 
response. 

In order to bring about the integration of genomics into medical practice 
and enable design and building of a technol . platform which will enable 
the everyday practice of mol. medicine a way must be invented for the DMA 
sequence data to be aligned with the identification of genes central to 
the induction, development, progression and outcome of disease or 
physiol . 

states of interest. According to the invention, the no. of genes and 
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their configurations (mutations and polymorphisms) needed to be 
identified 

in order to provide crit. clin. information concerning individual 
prognosis is considerably less than the 100,000 thought to coaprise the 
human genome. The identification of the identity of the core group of 
genes enables Che invention of a design for genetic profiling 
technologies . 
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AB Antibodies specific for a hek-L may be generated, uaing a hek-L 

polypeptide or fragment thereof as an iramunogen. The antibodies may be 
monoclonal . 
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AB The invention ia directed to LBRK-6 as a purified and isolated protein, 
the DMA encoding the LBRK-6, host cells transfected with cDNAs encoding 
LERK-6. 
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High-level expression of EPHB6, BPNB3, and EFNB3 is 
associated with low tuaor stage and high 
TrkA expression in human neurobl as comas 
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Neur^lastoma (NB) ia a consnon pediatric tuaor of neural crest 
origin that is biol, and clin. heterogeneous. EPH family receptor 
tyrosine kinases and ephrin liganda play fundamental roles in 
neuro-developmental processes. Recently, we found that NB cell lines 
expressed several EPHB and EPNB transcripts, which encode EPHB subgroup 
receptors and ephrin -B subgroup ligands, resp. To explore the role of 
EPHB receptors and ephrin-B ligands in the biol. of NB, we examd. the 
expression of EPHB and EFNB transcripts in 47 primary NB specimens. 
Multiple EPHB and EFNB transcripts were ej^resaed in all of the NB 
tUBors examd., suggesting the involvement of these transcripts in 
modulating the biol. behavior of NB. Higher levels of EPHB6. EFNB3, and 
BFNB3 expreaslon were found in low-stage twwrs (stage 1, 3. and 
4S> than in advanced -stage tuaors (stage 3 and 4; P ■ 0.0013, P 
» 0.0048, and P ■ 0.037, resp.). Expression of TrkA, a well -establ iehed 
prognostic marker of favorable NB, was pos . correlated with EPHB6, EFNB2, 
and EFNB3 expression (P < 0.0001, P > 0.0019, and P » 0.0001, resp.). 
MYCN-amplif ied tumors expressed lower levels of EPHB6, EFNB2, 
EFNBS, and TrkA transcripts compared to nonamplified tuaors (P « 
0.0006, P - 0.0023, P - 0.0048, and P - 0.0001, resp.). These data 
suggest that high-level expression of BPHB6, EFNB2, and EFNB3 is assocd. 
with favorable NB and that low-level expression of EPHB6, BFNB3, and 

correlates with aggressive MYCN-amplif ied NB. Thus, EPHB6, EFHB3, and 
EFNB3 may have biol. relevance in NB. Further investigation on the biol. 
of these genes may help provide insight into the treatment of NB. 
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The BPH family is the largest subfamily of receptor protein tyrosine 
kinases, conaisting of the EPHA and EPHB subgroupa. Ephrln-Bl, 

ephrin-B3, 

and ephrin-B3 are liganda of the EPHB subgroup and are encoded by the 
EFNBi, EFNB2, and EFNB3 genes, resp. We have Shown previously that EPHB3 
transcripts are expressed in six small cell lung carcinoma (SCLC) cell 
lines. In this study, we examd. the expression of EPHBl, EPHB3, EPHB3. 
EPHB4, and EPHB6 in 4 SCLC tuaor specimens and 14 cell lines 
including 3 cell lines derived from these tuaor specimens. To 
investigate %rtiether potential autocrine loops of EPHB receptors and 
ephrin-B ligands exist in SCLC, the expreoBion of EFNBl, EFNB2, and EFNB3 
vms also examd. Our data show that transcripts encoding multiple members 
of the EPHB subgroup and the ephrin-B subgroup are coexpressed in SCLC 
cell lines and tuaors. These results suggest that the EPHB 
subgroup receptor kinases may modulate the biol . behavior of SCLC through 
autocrine and/or juxtacrine activation by ephrin-B ligands that are 
expressed in the same or neighboring cells. 
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The Eph receptora are the largest known family of receptor protein 
tyrosine kinasea, «Ailch play important roles with their ligands called 
ephrin in the neural development, angiogenesis , and vascular 
network assembly. It was previously shown that ephrin-A2, -A3 and -AS 
bind to, and activate the EphA8 receptor tyrosine kinase, resp. In this 
study, we have examd. if there are other addnl. ephrin ligands 
interacting 

with the EphA8 receptor tyrosine kinase expressed in NIH3T3 fibroblasts. 
For this purpose, we have constructed chimeric ephrin-Al, -A4, -Bl, -B3 

-B3 ligands consisting of the Fc portion of human IgG fused to their 
carboxyl-terminua. Both ephrin-Al and ephrin-A4 chimeric ligands 
efficiently bound to the EphA8 receptor expressed in NIH3T3 fibroblasts, 
urtiereas the transmembrane ligands including ephrin-Bl. -B2 and -B3 did 
not. Addnl. we have demonstrated that both the EphAS-TrkB chimeric 
receptor and the SphA8 receptor expressed in NIH3T3 fibroblasts are 
efficiently tyrosine-phoaphorylated upon stimulating with ephrin-Al or 

but none of transmembrane ephrin-B proteins. These results strongly 
indicate that the EphA8 receptor functions exclusively as an glycosyl 
phosphatidylinositol (GPI) -linked ephrin ligand -dependent receptor 
protein 

tyrosine kinase. 
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Journal 
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Ephrin-B3 is a transmembrane ligand that Is specifically expressed on 
arteries but not veins and that is essential for cardiovascular 
development. However, ephrin-B2 is also expreaaed in nonvascular tiaauea 
and interacta with multiple EphB class receptora expreaaed in both 
endothelial and nonendothelial cell types. Thus, the identity of the 
relevant receptor for ephrin-B3 and the aite(s} where these mols. 
interact 

to control angiogenesia were not clear. Here we show that EphB4, a 

apecific receptor for ephrin-B2, is exclusively expressed by 

vascular endothelial cells in embryos and is preferentially 

expressed on veins. A targeted mutation in EphB4 essentially phenocopies 

the mutation in ephrin-B2. These data indicate that ephrin -B2-EphB4 

interactions are intrinsically required in vascular endothelial 

cells and are consistent with the idea that they mediate bidirectional 

signaling essential for angiogenesis. 
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The Bph family of receptor tyrosine kinases and their ligands, the 
ephrins, act as signaling nols. regulating the migratory behavior of 
neurons and neural crest cells, and are implicated in tissue patterning, 
blood vessel formation, and tumorigenesis . On the basis of structural 
similarities and overlapping binding specificities, Eph receptors as well 
as their ligands can be divided into A and B subfamilies with orthologuee 
found in all vertebrates, we describe here the isolation of cDNAs 
encoding Xenopus EphB4 receptors and show that embryonic expression is 
prominently assocd. with the developing vasculature, newly 
forming somites, the visceral arches, and non- neuronal tissues of the 
embryonic head. In a screen to identify potential ligands for EphB4 in 
Xenopus embryos,' we isolated cOKAs for the Xenopus ephrin-B2 and -B3, 
which demonstrates that the Xenopus genome harbors genes encoding 
orthologues to all 3 currently knom mammalian ephrin-B genes. We next 
performed in situ hybridizations to identify tissues and organ's where 
BphB4 receptors may encounter ephrin-B ligands during embryonic 
development. Our anal, revealed distinct, but overlapping patterns of 
ephrin-B gene expression. Interestingly, each ephrin-B ligand displayed 
expression domains either adjacent to or within EphB4 -expressing tissues. 
These findings indicate that EphB4 receptors may interact in vivo with 
multiple B-class ephrina. The expression patterns also suggest that 

EphB4 

receptors and their ligands may be involved in visceral arch formation, 

somitogenesis, and blood vessel development. 
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Eph receptor tyrosine kinases and their cell -surface-bound ligands, the 
ephrins, regulate axon guidance and bundling in the developing brain, 
control cell migration and adhesion, and help patterning the embryo. 

we report that two ephrinB ligands and three EphB receptors are expressed 

in and regulate the formation of the vascular net%#ork. Mice 

lacking ephrinB3 and a proportion of double mutants deficient in EphB3 

BphB3 receptor signaling die in utero before embryonic day 11.5 (Ell. 5} 

because of defects in the remodeling of the embryonic vascular 

system. Our phenotypic anal, suggests complex interactions and multiple 

functions of Eph receptors and ephrins in the embryonic 

vssculatura. Interaction between ephrinB2 on arteries and its 

EphB receptors on veins suggests a role in defining boundaries between 

arterial and venous domains. Expression of ephrinBl by arterial and 

venous endothelial cells and BphB3 by veins and some arteries indicates 

that endothelial cell-to-cell interactions between ephrins and Eph 

receptors are not restricted to the border between arteries and veins. 

Furthermore, expression of ephrinB3 and EphB3 in mesenchyme adjacent to 

vessels and vascular defects in ephB3/ephB3 double mutants 

indicate a requirement for ephrin-Eph signaling between endothelial cells 

and surrounding mesenchymal cells. Finally. ephrinB ligands induce 

capillary sprouting in vitro with a similar efficiency as angiopoietin-1 

(Angl) and vascular endothelial growth factor (VEGF) , 

demonstrating a stimulatory role of ephrins in the remodeling of the 
developing vascular system. 
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Morphogenesis of the maimnary gland occurs mainly during adult life and is 
dependent on a complex interplay of hormonal, cell -cell and cell -matrix 
interactions. The mol . mechanisms involved in pattern formation of the 
mamrnary epithelium in adult life are poorly understood. Recently, 
several 

members of the Eph family of receptor tyrosine kinases and their ligands 
have been shown to participate in pattern formation during embryogenesis 
and conceivably may fulfill similar functions during adult morphogenesis. 
The authors have investigated the ei^reesion of a member of this family. 
EphB4, and its cognate ligand, ephrin-B3, during normal and malignant 
mouse mammary morphogenesis. A spatially, ten^rarily and honnonally 
coordinated expression of both the receptor and ligand was obsd. The 
receptor was predominantly localized in the myoepithelial cells 
surrounding the ducts and alveoli, whereas ligand expression was limited 
to the luminal epithelial cells. Expression of both was induced at the 
onset of gland morphogenesis at puberty and was differentially regulated 
during the estrus cycle. Ovariectomy of prepubertal or adult females 
abolished the expression of both receptor and ligand and administration 

of 

estrogen alone was sufficient to restore their normal expression. 
Disruption of the balanced expression was obsd. during exptl. mouse 
mammary carcinogenesis. Ligand expreasion was lost at the onset of 
tuaerivanasis and receptor expression shifted from myoepithelial 
to epithelial cells with progressive malignancy. These results iiq>licate 
both the EphB4 receptor and its ligand ephrin-B3 in the hormone dependent 
morphogenesis of the mammary gland. Furthermore, their deregulated 
expression may contribute to mammary carcinogenesis. 
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AB Hek ligand (hek-L) polypeptides as well as DNA sequences, vectors and 

transformed host cells useful in providing hek-L polypeptides are 
studied . 

The hek-L polypeptides bind to a cell surface receptor (hek) that is a 
member of the receptor tyrosine kinase family. Hek is expressed on celle 
that include certain tumor cell lines. The hek-L polypeptides 
also bind a distinct receptor tyrosine kinase known elk. Diagnostic and 
therapeutic applications of hek-L are recognized. 
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Proteins that bind the cell surface receptor HEK (HEK ligand or hek-L 
polypeptides) are characterized and DMA sequences encoding them are 
cloned 

for use in the manuf . of the ligands. The HBK cell surface receptor is a 
member of a receptor tyrosine kinase family that is found on a no. of 
normal and tumor cell lines. The hek-L polypeptides also bind a 
distinct receptor tyrosine kinase known elk. Cells synthesizing the 
ligand were identified by screening with fusion protein of HEK and an 
antibody. CDNAs for the ligands were cloned by screening a bank from the 
T-cell leukemia line CCRF-HSB-2 in pCD410 by screening the bank in 
CVl/EBNA-1 cells for the ligand using the fusion protein described above. 
The ligand bound to the fusion protein with a Ka of 3. times. 108 M-1. 
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Protein tyrosine kinases play an important role in cellular proliferation 
and differentiation of various cell types. To identify potential 
tyrosine 

kinases involved in glomerular functions the authors have utilized the 

PCR 

and degenerate oligonucleotides for isolation of such genes from isolated 
glomeruli, cultured mesangial cell, and glomerular endothelial cells. 
Sequence anal, of PCR-amplif ied cONAs resulted in the isolation of 24 
tyrosine kinases. Here the authors describe for the first time the 
constitutive expression of 15 tyrosine kinases, tyro-1, tyro-4, tyro-6, 
hyk, Ptk-3, Ryk, tie, yes. lyn, tec, Jakl, Jak3. Jak3, c-abl, and flk, in 
renal glomeruli, in addn., Flt-1, an endothelial cell-specific receptor 
for vaseular endothelial growth factor (VBGF), is expressed in 
renal mesangial cells, and its gene expression is up-regulated upon the 
stimulation of platelet -derived growth factor (PDOF) with the concomitant 
up-regulation of VEOF. These data suggest the possible involvement of 
VBGF/Flt-1 system in cytokine -induced mesangial cell proliferation, * 
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